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DETAILED ACTION 
Priority and Oath/Declaration 

Claims 1-42 are the originally filed claims in the instant application. It is noted 
that this application is stated to be a divisional application of 09/575,199. However, 
parent application 09/575,199 was filed with claims 1-74. Present claims 1-42 do not 
correspond to any originally filed claim in 09/575,199 although there is some similarity 
to claims 35-64 of this parent application. For example, there does not appear to be any 
originally filed claim in 09/575,199 that specifies removal of the N-terminal sequence is 
performed by diaminopeptidase enzymatic digestion (see instant claim 8). For example, 
there does not appear to be any originally filed claim in 09/575,199 that specifies that 
95% of VEGF dimmers are devoid of an N-terminal methionine residue when the amino 
acid sequence is extended by a Met-(AA) n sequence at the N-terminus (see instant claim 
9). Note that originally filed claim 35 in 09/575,199 was directed to a process for 
providing a composition of matter comprising VEGF polypeptides comprising at least 
two dimers, and that the instant claims are providing a single dimer. 

The subject matter of instant claim 1 1, 23, 28, and 42 does not appear to have 
been previously claimed. The subject matter of claims 24-42 with the glycosylation 
mutation and bonding to an extraneous Cys does not appear to have been previously 
claimed. 

As such, this application is considered to be a continuation-in-part and not a 
divisional application. This application presents claims for subject matter not originally 
claimed or embraced in the statement of the invention. A supplemental oath or 
declaration is required under 37 CFR 1 .67. The new oath or declaration must properly 
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identify the application of which it is to form a part, preferably by application number 
and filing date in the body of the oath or declaration. See MPEP §§ 602.01 and 602.02. 

Applicant is requested to update the continuing information in the first line of the 
specification and correctly identify the instant application as a continuation-in-part. 

Applicant is requested to point to antecedent basis in the specification for the 
limitations for claims 1-42 because they are not apparent. Applicant is reminded that the 
specification is required to provide proper antecedent basis for the claimed subject 
matter. See 37 CFR 1.75(d)(1) and MPEP § 608.01 (o). 

Applicant is advised that this application as filed remains a continuation-in-part 
of the parent application even if the instant claims are amended to correspond to those of 
the parent application. 

Applicant is denied priority to parent application 09/575,199 as basis is not seen 
for claims 1-42 in the parent application. Applicant is denied priority to provisional 
application 60/135,312 and 60/177,407 as basis is not seen for claims 1-42 in these 
applications. It is farther noted that 60/135,312 mutates the cysteine at position 1 16 to 
serine rather than leaving it intact as in the instant methods and that 60/177,407 does not 
disclose the extension at the N-terminus. The effective filing date for claims 1-42 is 
considered to be 12/31/2003. 

Claim Rejections - 35 USC § 112 
Claims 1-42 are rejected under 35 U.S.C. 1 12, first paragraph, as failing to 
comply with the enablement requirement. The claim(s) contains subject matter which 
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was not described in the specification in such a way as to enable one skilled in the art to 
which it pertains, or with which it is most nearly connected, to make and/or use the 
invention. 

The specification does not enable producing VEGF dimers with a Cys at 1 16 of 
SEQ ID NO: 1 or an Asn-to-Glu amino acid substitution at position 75 of SEQ ID NO: 1. 
SEQ ID NO: 1 is a nucleic acid and SEQ ID NO: 2 which is the corresponding amino 
acid sequence does not have Cys at 1 16 nor Asn at 75. As such, the specification does 
not give clear guidance as to what VEGF dimers within the scope of the claims should be 
produced and how to do this. 

Claims 1-42 are rejected under 35 U.S.C. 1 12, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter 
which applicant regards as the invention. 

Claims 1-42 refer to the amino acids of SEQ ID NO: 1. SEQ ID NO: 1 is a 
nucleotide sequence and not an amino acid sequence. It appears that SEQ ID NO: 2 may 
have been intended as this appears to be the amino acid sequence corresponding to SEQ 
ID NO: 1 . However, this is would also be confusing as SEQ ID NO: 2 does not have Cys 
at amino acid position 116. It has His. Claims 24-42 refer to 

Claims 1 and 24 recite "at or corresponding to position 1 16." Claim 12 recites "a 
position corresponding to position 1 16." This is confusing. Particularly in view of the 
above discussion, it is unclear what this position corresponds to. The claims embrace 
larger sequences, including N-terminus extensions, and those that have at least about 90% 
sequence identity with amino acids 1 1-1 16 of SEQ ID NO: 1 . As such, any cysteine 
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present could be considered the "corresponding" one in the absence of other required 
structural or functional characteristics. Claim 24 is also unclear for the same reason for 
the recitation of "Asn-to-Glu amino acid substitution at or corresponding to position 75 
ofSEQ ID NO: 1" 

Claim 9 is confusing in requiring that at least 95% of VEGF dimers are devoid of 
an N-terminal methionine. Claim 1 (upon which it depends) requires addition of an N- 
terminal methionine and there are no steps in claim 1 or 9 to remove this residue. Claim 
27 is similarly confusing in its dependence on claim 24. 

Claim 1 1 is confusing in reciting "produce desired mixture of dimers." There is 
no antecedent basis for producing multiple varieties of dimers or in particular mixtures. 
Claim 42 is similarly confusing. 

Claim 12 is confusing in reciting in the preamble that "each monomer is disulfide 
bonded to an additional extraneous Cys" but having no step in the body of the claim that 
would provide that result. In addition, the claim does not have any explicit step by which 
the VEGF monomers form dimers. 

Claim 28 is confusing in failing to provide a clear step by which "each monomer 
is disulfide bonded to an additional extraneous Cys." 

Claim Rejections - 35 USC § 102 
The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(e) the invention was described in (1) an application for patent, published under section 122(b), by 
another filed in the United States before the invention by the applicant for patent or (2) a patent granted 
on an application for patent by another filed in the United States before the invention by the applicant 
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for patent, except that an international application filed under the treaty defined in section 351(a) shall 
have the effects for purposes of this subsection of an application filed in the United States only if the 
international application designated the United States and was published under Article 21(2) of such 
treaty in the English language. 

Claims 1-5, 10-16, and 20-21 are rejected under 35 U.S.C. 102(e) as being 
anticipated by Alitalo et al. (U.S. Patent No. 6,965,010 B2). 

The effective filing date for the instant application is 12/31/2003 for the reasons 
set forth above. As such, Alitalo et al. is valid prior art under 102(e). 

For purposes of applying art, it is assumed that SEQ ID NO: 2 was intended (see 
1 12, 2 nd rejections above). 

Alitalo et al. discloses producing VEGF dimers in bacterial cells using an N- 
terminal Met-Lys extension. All 8 cysteines involved in dimerization are retained in the 
hybrid constructs. The dimers are produced in the presence of glutathione. See abstract; 
claims, particularly claims 1-6; columns 13-18, particularly column 17, lines 40-50; 
column 27, lines 1-16; and Examples 1,14, and 16. 

Amino acids 1-140 of SEQ ID NO: 2 of the instant application corresponds to 
amino acids 1-140 of SEQ ID NO: 2 of Alitalo et al. Several embodiments include 
amino acids 1-135 of SEQ ID NO: 2. This would meet the sequence limitations of the 
claims as several cysteines are present and are deemed to meet the limitation of 
corresponding to position 1 16. Absent evidence to the contrary, producing the dimers in 
the presence of glutathione would inherently result in a cysteine being disulfide bonded 
to an extraneous cysteine. 

Conclusion 

No claim is allowed. 
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Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Marianne P. Allen whose telephone number is 571-272- 
0712. The examiner can normally be reached on Monday-Friday, 5:30 am - 2:00 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Brenda Brumback can be reached on 571-272-0961 . The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. Status 
information for unpublished applications is available through Private PAIR only. For 
more information about the PAIR system, see http://pair-direct.uspto.gov. Should you 
have questions on access to the Private PAIR system, contact the Electronic Business 
Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a USPTO 
Customer Service Representative or access to the automated information system, call 
800-786-9199 (IN USA OR CANADA) or 571-272-1000. 
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Primary Examiner 
Art Unit 1647 
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